Abstract
4

Introduction
51
Lysosomotropic drugs can be defined as a series of weak bases that concentrate in acidic cancers (Sehgal et al., 2015) . Chloroquine combination with conventional chemotherapy 59 increased survival in patients with glioblastoma multiforme (Briceno et al., 2007) .
60
However, autophagy has context-dependent roles in cancer development and may be 61 protective, especially early in the course of the disease (Thoburn et al., 2014) . , 2012) . To address these issues, we exploited a previously defined series of substituted 87 triethylamine (s-Et 3 N) drugs that span the whole lipophilicity scale (Suppl. Fig. 1 ) and 88 that all were shown to be concentrated in a V-ATPase-dependent manner (Marceau et al., 89 2012). They include presently or formerly clinically used therapeutic agents but in classes 90 that bear no obvious relationship with oncology (3 anti-malarial, 2 anti-arrhythmic and 91 one local anesthetic drugs). Cell models used in the analysis were selected to isolate any 92 cell-type specific effects; further, the mechanism of antiproliferative effects was 93 characterized in a p53-null histiocytic lymphoma cell line. 
Results
257
Proliferation of cells as modified by s-Et 3 N drugs
258
Four human cellular models were tested for the antiproliferative effects of a series of 6 et al., 1995) . In most control cell batches,
325
there was a small proportion of cleaved PARP1 (Fig. 8) . To exclude that the gain of proliferative function i -cyclodextrin (Fig. 9 ) or 368 lovastatin (Fig. 10) was not changed vs. amounts measured in control cells (Suppl. Fig. 9A ). However,
389
hydroxychloroquine, one of two tested s-Et 3 N drugs at a cytostatic concentration (50
390
, increased total and free cholesterol over 48 hrs; procainamide (2.5 mM) was 391 inactive in this respect (Suppl. Fig. 9B ). cytostatic concentration significantly increased cell cholesterol content (Suppl. Fig. 9B ).
455
The anti-cholesterol interventions had no systematic effect on autophagic flux inhibition
456
by the s-Et 3 Ns (Suppl. Fig. 7 ) or on quinacrine uptake (Suppl. Fig. 6 ). 
Conclusion
485
The inhibition of autophagic flux is a major predictor of the desynchronized and p53- 
678
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